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Introduction:
The incidence of Inflammatory Bowel Diseases (IBD) has increased during the past century in the developed and developing countries. The increasing rates of Crohn's disease have also been reported in some studies, especially in Asian countries including Iran. (1, 2) During 1970 to 2012, twenty one documented articles were published regarding the epidemiology of IBD in Iran and 52 articles were published in Asia. (2) IBD is a general term encompassing two chronic inflammatory tissue-destructive clinical entities in the GI tract: Crohn's disease (CD) and Ulcerative Colitis (UC). (3) (4) (5) Crohn's disease has two peak incidences in the first and second decades of life inflicting 20 to 40-and 55 to 65-year-olds, respectively. (6, 7) Crohn's disease is a chronic condition that can involve the whole GI tract from the oral cavity to anus; however, the terminal portion of the ileum and the initial portion of the colon are usually involved during the disease. (3, 5) This disease is highly heterogeneous due to the broad range of clinical expressions. (5) Bowel symptoms are predominant. The disease frequently presents with abdominal pain, fever, and clinical signs of bowel obstruction or diarrhea with passage of blood, mucus or both. (8) Extra-intestinal complications may occur, including oral cavity involvement. (4, 9) A wide range of oral lesions has been clinically reported in Crohn's disease, including diffuse mucosal swelling, cobblestone appearance, localized mucogingivitis, deep linear ulceration, fibrous tissue tags, polyps or nodules, pyostomatitis vegetans and possible aphthous-like ulcers (6) In some articles, the oral lesions of Crohn's disease are divided into two categories: 1-Chronic deep linear ulcers with mucosal tag and rolled border in the buccal vestibule, and 2-Superficial oral ulcers such as aphthous ulcers. (10) Here, we discuss a case of Crohn's disease with oral onset in a pregnant woman.
Case presentation:
A 30-year-old woman in the fifth month of pregnancy referred to the oral medicine department of Mashhad Dental Clinic. Extra-oral examination revealed chronic, multiple, yellowwhite, crusted ulcers and vegetation predominantly involving the lips. The lesions on the lips were asymptomatic, located on an erythematous base, and had the characteristic appearance of "snail-tracks". The lesions were present since 3 months previously. In addition, intra-oral examination showed small painless lesions on the palate, buccal and labial attached gingivae, alveolar mucosa and vestibule. (Figure1) However, the other signs and symptoms of Crohn's disease such as fatigue, prolonged diarrhea, cramps and abdominal pain, fever and weight loss were not present. (11) The patient was also referred to a gynecologist for consultation. All the laboratory tests were normal including Complete Blood Count (CBC), blood chemistry including electrolytes, renal function tests, liver enzymes, and blood glucose, Erythrocyte Sedimentation Rate (ESR), C-reactive protein (CRP), vitamin B12 levels and serum iron.
The patient had not previously experienced any oral lesions or systemic diseases. Considering the chronic nature of the ulcers and vegetation, Crohn's disease and Pemphigus Vulgaris and Vegetans were considered in the differential diagnosis. Unfortunately, the biopsy was postponed up to two months after postpartum, as the patient did not refer for biopsy. During the next visit, the patient showed cobblestone appearance and more crusted ulcerations were observable on the upper and lower lips, gums and palate. ( GI symptoms were also present. These symptoms indicated the progression of the disease. Laboratory investigations showed increase in neutrophil and eosinophil count. Incisional biopsy of buccal mucosal lesions was performed by an oral medicine specialist. In histopathological examination, acanthotic and parakeratotic epithelium with intraepithelial clefts was observed. Inflammatory cells such as eosinophil and polymorphonuclear (PMN) leukocytes were profoundly present in the clefts and diffusely in the epithelium. Blood vessels, collagen fibers and in-depth muscle and fat tissues were also observable. (Figure 3 ) Based on these characteristics, the diagnosis of pyostomatitis vegetans was made by an oral and maxillofacial pathologist.
Considering the biopsy results and the presence of GI symptoms such as cramps and abdominal pain and diarrhea after postpartum, Crohn's disease was suspected and therefore, the patient was referred to a gastroenterologist for definitive diagnosis and treatment. Endoscopy and colonoscopy were performed. After establishing the diagnosis of Crohn's disease, the patient was treated with 50 mg daily dose of systemic corticosteroid and 100000 IU Nystatin drop taken 3 times a day for two weeks. After two weeks, the patient was instructed to taper down the prednisolone to 5-10 mg every four days, for six weeks. (12) The oral lesions were controlled with simultaneous use of Chlorhexidine and Dexamethasone mouth washes (0.5 mg/5cc) three times a day for two months). The oral lesions were treated completely after two months. The patient was followed for 3 years and showed no recurrence of oral lesions.
Discussion:
Oral involvement is relatively common in Crohn's disease. (3) The related oral mucosal lesions can appear before, at the same time or after the appearance of the intestinal lesions, and even without the presence of intestinal lesions. (4, 6) The disease with oral onset is rare, and only few cases of Crohn's disease with oral onset have been reported in PubMed from 2000 to 2015. (13) (14) (15) (16) (17) (18) (19) (20) Pyostomatitis vegetans is a highly characteristic sign of Crohn's disease. It is a rare pustular disorder of the oral mucosae. (21) Oral lesions may include multiple friable pustules with necrotic gray appearance on an erythematous base. They erode and form shadow snail tract ulcers which may affect all areas of the oral mucosae, although the most commonly affected sites are the labial and buccal mucosae, hard and soft palate, gingivae and sulci. (22) The least affected sites are the tongue and floor of the mouth. (22, 23) Vegetation can be seen in areas of erythema, especially on the gingivae and palate. (23) This disease may affect all age groups with 3:18 male to female ratio, and may be difficult to treat. (3) The pathogenesis of pyostomatitis vegetans is poorly understood. (11) It was believed that superimposition of noncaseating infections on the underlying disease or an underlying immune dysfunction may play a role in the pathogenesis, but currently, the main emphasis is on the immunological origin . (23, 11) Also, it is believed that pyostomatitis vegetans may be accompanied by GI, skin and liver diseases. (24) Pyostomatitis vegetans can be the first sign of Crohn's disease. These orofacial lesions may be misdiagnosed as common oral ulcers. The differential diagnosis of pyostomatitis vegetans includes: pemphigus vulgaris, pemphigus vegetans, bullous pemphigoid, and dermatitis herpetiformis.
GI symptoms and pustule formation are useful criteria to rule out these diseases. This disease should also be differentiated from herpetic lesions, erythema multiform, Behcet's syndrome, and bullous drug eruption. Chronic course, pustule formation and vegetation are the major criteria to rule out herpetic lesions and erythema multiform. The recurrent nature of the oral lesions without pustule formation and vegetation and also, positive pathergy test in Behcet's syndrome can help differentiate this disease from Crohn's disease. Systemic conditions and a history of drug use are the differentiating criteria of bullous drug eruption. (6, 19, 25, 26) Diagnosis of Crohn's disease is based on a number of findings including: description of the disease, appearance of the bowel wall, medical imaging, biopsy and histopathology. (8) Peripheral eosinophilia is detectable in 90% of the reported cases. The histopathological appearance of pyostomatitis vegetans shows intra or sub epithelial clefts containing numerous eosinophils and neutrophils. (22, 11) Clinical, laboratory and histopathological findings of the present patient were consistent with Crohn's disease.
During pregnancy, white blood cell (WBC) and neutrophil count will increase and also, the cell-mediated immunity shifts from T helper1 (Th1) to T helper2 (Th2) response. Estrogen and cortisol rates will also increase. (27) In Crohn's disease, Th1 cells are predominant. (28) These hematologic changes in Crohn's disease can make the CBC interpretation difficult during pregnancy. Diffuse facial swelling and orofacial granulomatosis (OFG), which are the facial and oral manifestations of Crohn's disease may precede the GI manifestations. (19) Oral localization of Crohn's disease is uncommon.
Sanderson et al explained that manifestation of GI abnormalities without GI symptoms is common in patients with OFG.
(29) In many patients, the intestinal symptoms may be mild and can go unrecognized; thus, most authors believe that the bowel must be thoroughly examined in the patients with suspected inflammatory bowel disease, even in the absence of specific symptoms. Usually, the clinical course of the oral lesions is parallel to the activity of inflammatory bowel disease; therefore, oral manifestations can be helpful markers in diagnosis and evaluation of IBD. (4) The differential diagnosis of OFG and the diagnostic methods are listed in Table 1 . (9, 14, 18, 30) Evidence is insufficient to support a general top-down treatment model for all patients with Crohn's disease. (8, 30, 31) In most cases, short-term use of a fast acting agent (i.e. steroids or anti-TNF) has been recommended to achieve rapid This agent should be used in combination with Thiopurines for long-term maintenance. (8, (31) (32) (33) Surgical treatment is considered for severe cases. Merigo et al treated a case with orofacial granulomatosis by the use of low level laser. (10) Young age, immediate need for corticosteroids, perianal disease, colonic resection, repeated small bowel resection, a stricturing phenotype, substantial weight loss, and specific endoscopic lesions might predict a disabling disease course. (14) Patients with Crohn's disease are at risk for early small bowel and colorectal cancer. (34) Therefore, early diagnosis and treatment are very important. Management of the oral lesions is based on treatment of the underlying GI disease. Antiseptic mouthwashes and topical corticosteroids are helpful in treating the oral lesions. (25) 
Conclusions:
The oral lesions especially pyostomatitis vegetans may precede the GI symptoms in Crohn's disease. Since these oral lesions are often misdiagnosed as simple oral ulcers, careful examination of the oral cavity may reveal the findings indicative of the underlying systemic condition and allows early diagnosis and treatment.
